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DETAILED ACTION 

Applicants' arguments, filed 12/17/08, have been fully considered. Rejections 
and/or objections not reiterated from previous office actions are hereby withdrawn. The 
following rejections and/or objections are either reiterated or newly applied. They 
constitute the complete set presently being applied to the instant application. 

Claim Rejections - 35 USC § 103 
Claims 1-8 and 68-73 stand rejected under 35 U.S.C. 103(a) as being 
unpatentable over Creemer et al (5,480,906, see IDS dated 4/20/2004) in view of 
Gutman et al (Toxins and Signal Transduction, Published by CRC Press, 1997, pg 429) 
and Zhuetal (US 6,331,547). 

Applicants assert: (1 ) The art is unpredictable, where Applicants cited Greenwald 
(J. controlled Release, IDS dated 12/17/08) as teaching no low molecular weight small 
molecule drug conjugates have led to a clinically approved product. (2) The solubility of 
the compound in Zhu et al is different than wortmannin, thus removing motivation to 
increase water solubility. (3) The compound (j) of Creemer differs from the instantly 
claimed compound at position 17 and position 1 1 , further that Zhu teaches derivatives 
of rapamycin. (4) Wortmannin and Rapamycin are different compounds. (5) It would not 
be obvious to PEGulate all known water insoluble compounds. 

The Examiner disagrees. First, the unpredictable art argument appears to be 
directed to the method claims 3-8 where the composition claims do not require an active 
step of administration. Greenwald, while casting doubt on the predictability of treatment, 
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does not teach away from using low molecular weight PEG prodrugs. After the 
discussion of a single experiment, Greenwald simply states "This example clearly 
illustrates the necessity for in vivo testing to verify in vitro cytotoxicity results." (pg 161) 
Such a statement suggests treatment may be reasonably expected when such results 
are found. The verification would then be an obvious testing step before administration. 

Second, the differences in the specific solubility of the individual compounds are 
not at issue. Instead, it is the teaching of how to overcome a problem, i.e. limited 
solubility. Therefore, where wortmannin is taught to have limited solubility, it would be 
obvious to apply techniques for overcoming solubility issues of other compounds which 
have the same problem. 

Third, the closest compound to Applicants formula III is not compound (j), but 
actually the disclosure of wormannin at col 1 lines 10-30, which differs only in the 
substituent of carbon 17. Creemer then teaches the modification of carbon 1 1 and 17, 
but did not specifically teach the instantly claimed substituent at carbon 17. Zhu et al 
taught the prodrug form which is then attached to carbon 17 to solve the solubility issue 
discussed above. 

Fourth, Examiner acknowledges wortmannin and Rapamycin are distinct 
compounds, but the compound Rapamycin is not cited as part of the rejection. Instead, 
the Rapamycin-conjugate was cited for the teaching of using a conjugate to overcome 
water solubility issues. One cannot show nonobviousness by attacking references 
individually where the rejections are based on combinations of references. See In re 
Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 
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231 USPQ 375 (Fed. Cir. 1986). Instead, the references are to be examined together 
for what is fairly suggested or taught by the combination, taken as a whole. 

Fifth, Examiner is not citing an infinite number of compounds and possibilities, 
instead looking to one compound, wortmannin, and one conjugate, as disclosed by Zhu. 
Looking to the teaching of Zhu, one of ordinary skill would reasonably expect the 
conjugate portion of the compound disclosed in Zhu to increase solubility of other 
compounds with the same problem, such as disclosed in Creemer where the problem of 
solubility is taught by Gutman. 

Conclusion 

No claims allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Benjamin Packard whose telephone number is 571-270- 
3440. The examiner can normally be reached on M-R 8-5 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass can be reached on 571-272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Benjamin Packard/ 
Examiner, Art Unit 1612 

/Frederick Krass/ 

Supervisory Patent Examiner, Art Unit 1612 



